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AMENDMENTS TO THE CLAIMS 

Please amend claims 1 and 22, as shown in the following listing of claims, which will 
replace all prior versions and listings of claims in the application. Claims 1-5 and 22 are pending 
in the application. 

Listing of claims: 

1 (currently amended). A method to prepare an isolated nucleic acid fusion 
molecule having a nucleotide sequence encoding at least one of e ach of the variable 
regions region of the- a T-cell receptor (TCR) a and- chain fused to the variable region of a TCR (3 
chain. s of a non human T-cell receptor (TCR) which TCR i s said TCR a and TCR (3 chains 
comprising a non-human TCR specific for a tumor-associated antigen (TAA) and for HLA 
resfriction restricted by HLA , which method comprises 

a. immunizing a transgenic non-human mammal species, which produces human 
HLA, with an effective amount of said TAA to produce HLA restricted cytotoxic T 
lymphocytes (CTL) which display TCR specific for said TAA in amounts sufficient to 
lyse tumor cells having the TAA A 

L wherein the HLA restricted CTL comprise: 

a TCR a chain nucleic acid molecule comprising a nucleic acid 
sequence encoding the variable region of a TCR a chain: and 

: a TCR p chain nucleic acid molecule comprising a nucleic acid 

sequence encoding the variable region of a TCR (3 chain; and 

ii. wherein the HL A restricted CTL display a TCR that is comprised of the 

TCR ex chain and the TCR P chain, specific for said TAA and displayed in 

amounts sufficient to lyse tumor cells having said TAA ; 

b. recovering sak khe HLA restricted CTL of step a, which contain a nucleic acid 
molecule comprising - a nucl e ic acid sequence of a v ar iabl e region of the a chain of the 
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c. cloning or amplifying said nucleic acid molecule comprising nucleotide sequence 
isoteted- the ICR a chain nucleic acid molecule and the ICR ft chain nucleic acid 
molecule from the HLA restricted CTL and encodi ng a variable region of t h e a chain of 
the TCR and a variable re g ion of the (3 chain of t he I CR to provide TCR receptor 
enco din g n u eleie-aeid m ol e cul es comprising at least one nueleic aci d mo fee ule, which 
c ompr is e s a s e quenc e en coding a variabl e TCR a c h ai n pro t ei n , an d at lea st on e nucl e ic 
acid molecule, which comprises a sequence encoding a variable TCR ft chain protein of 
step b to pro vide a TCR a chain nucleic acid product comprising a nucleic acid sequence 
encoding the vari able region of the TCR a chain and a TCR [3 chain nuc leic acid product 
comprising a nucleic acid sequence encoding the variable region of the TCR [3 chain., 
respectively ; 

d. recovering s a id- TGR - reeep t ^ - eBee d i rBg-nu cleic acid molecules the TCR a chain 
nucleic acid product and the TCR ft chain nucleic acid product of step c ; and 

e. fusing the recovered TCR recepto r enc o ding nucleic acid mo l e c ules togethe r a 
chain nucleic acid product to the recovered TCR (3 chain nucleic acid product to prepare 
the isolated fused nucleic acid molecule, wherein the fused nucleic acid molecule 
comprises a sequence encoding a single-chain TCR comprising a f u s i o n protein, which 
comprises a variable region of the TCR a chain fused to a variable region of the TCR |3 
chain and w hich is specific for TAA and for HLA restriction . 

2 (previously presented). The method of claim 1 wherein said HLA antigen is A2. 

3 (previously presented). The method of claim 1 wherein said mammal is a mouse. 

4 (previously presented). The method of claim 3 wherein the cloning or amplifying 
step c comprises a polymerase chain reaction using primers derived from murine TCR. 



5 (previously presented). 
Figure 6 (SEQ ID NOS: 3-42). 



The method of claim 4 wherein said primers are set forth in 
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6-21 (canceled). 

22 (currently amended). The method of claim 1, wherein the variable region of the 
TCR a chain of step e comprise s a functional va ri a b l e r egion of the TCR a chain and the variable 
r e gion o f the TCR P ch ain of st ep e co m prises a functi ona l va riab l e r eg io n of the TCR P cha fe 
single chain TCR of step e comprises a TCR derivative that retains the HLA restriction and 
TAA-specificity characteristics of the TCR of step a . 



